09) m&satfimmm&M 

(43) g(@4MI8 B 
2003 *f 7 M 31 H (31.07.2003) 




llllllllllllllllllll 



PCT 



(io) mm j . 
WO 03/061757 Al 



(51) SKmUFttSi 7 : 

(21) iEStBffli^: 

(22) g&5ttiHB: 

(25) !SRtij£ia>mi§: 

(26) lll&&IB0>Stg: 



A61N 1/30 

PCT/JP03/00412 
2003 *£1 E20 B (20.01.2003) 
B*I§ 
B*Sf 



(30) &*;1&T—9: 

4#M2002-15378 2002 ^ 1 24 B (24.01 .2002) JP 

(71) m&A(#S£KK£T<B*i5£l!l::-c>^-r,>: 

SttciC^tt (HISAMITSU PHARMACEUTICAL CO., 



INC.) [JP/JP]; f 841-0017 SlffiHi fflft*tBT 

4 0 8 Sift Saga (JP). 

(72) SeB#; fcj:*/ 

(75) nwm/ths&A a^miz-D^xoA-j: &m~ 

j(MORI,Kenji) [JP/JP]; =f 305-0856 O < If rfi % 

1TI25I1 1 # AitSiiigfcSSa Sljfc 
W ^Bf Ibaraki (JP). Sift {frOKUMOTO.Seiji) 
[JP/JP]; =f 305-0856 3?*£* O < If rfr 1 T S 

2 511 1 ^ A3fcSS3H*3t£*t SttfcWSEBrfc Ibaraki 
(JP). BE& Ji£X>(HIGO,Nariihito) [JP/JP]; t 305-0856 
3S*E» O < If m ffiWS 1Tl25f 1 1 ^ & Jt 
S2H*5££*t 8ta£W&f?rrt Ibaraki (JP). 

Shuji) [JP/JP]; t 305-0856 O < If rfi fg 

2 5 # 1 1 # *#$J&*3£#tt StiRW 



-4SATO,Shi 
'^iS 1 Tl 



(54) Title: TRANSDERMAL/TRANSMUCOSAL PREPARATIONS FOR ELECTROPORATION 
(54) 38 EOS ft: Ib5 hQTKU-5/a >fflSffi«*5JgSfflSi^J 



(a) 11 



O 




(57) Abstract: It is intended to provide transdermal/transmucosal prepa- 
rations for electroporation whereby compounds (drugs, etc.) can be ef- 
fectively administered. A transdermal/transmucosal preparation for elec- 
troporation which comprises a drug-pooling layer (11) wherein a com- 
pound to be administered (a physiologically active substance) such as a 
drug is dispersed in a solid or semi-solid base, a backing (12) support- 
ing the drug-pooling layer and a pair of electrodes (13) for electroporation 
formed on the drug- pooling layer (11). At the flange of the backing (12), 
a pressure-sensitive adhesive layer (14) is provided. Further, the electro- 
poration electrode (13) is provided with an insulating layer (15) which is 
formed at least in the part being in contact with the application site but not 
on the drug-pooling layer (1 1). 



03/061757 Al I Ulll lUiltll II llllll 11111 llim^mi lllll IE1II lllll lilll till IIIII1J llll 1111 Ull 



3Ef9rf»3 Ibaraki (JP). (SUG IB AYA SH I, Ken j i) 

[JP/JP]; ¥350-1124 J$5I£ Jl|«itf SffftBT 1 Tl 
1 4§46f Saitama(JP). 

(74) BB4 1 31 . ft(TANAKA,Kiyoshi et al.); T 150- 

oonmsaj jSse Bit#4Ts 2 omz^mttm 

*'-f>f7XaiJ|7 0 9 Tokyo (JP). 

(81) tiSS (HFfy: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, 
OM, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, TJ, 
TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, 
ZM, ZW. 



(84) J§5t@ ARIPO (GH, GM, KE, LS, MW, MZ, 

SD, SL, SZ, TZ UG, ZM, ZW), a.— V '>7<&W (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — a y/tftVf 
(AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, 
GR, HU, IE, IT, LU, MC, NL, PT, SE, SI, SK, TR), OAPI 
1#tt (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG). 



(57) ^ifo: 

mm (i i) t, iwsi^t§A'7 + >^ (i 2) m%o%t 
mm (id ±tettw&ftfc itt<Dx.u2 hu&u—isa>m*m (i 

3) t&m%-Z> 0 r%y*r>>f (1 2) © 7 z> > te#fi*Jf (1 4) 

a*»ttsft*. hD#i/--> 3 >mnm (13) ©^i^sji < 1 
1) ±&&<&u< £hmmmmz&Tzmftizt*i&am (15) 



WO 03/061757 




CT/JP03/00412 



m m m 

5 BiffiftW 
10 WS&ffi 

IB n& k r nt m m je * ft flf b mn is ft ^ d n a w> £ m a t * t> <d t % § . 

mZftT^Z (#3l¥3 - 5 0 2 4 1 6^&$g, P r o c . Natl. 
15 Acad. Sc i.USA, 9 0:1 0 5 0 4 - 1 0 5 0 8 ( 1 9 9 3)). 

tiftmtcfzBjM&itsijv-h (?d (&j§, «ij$t) m^m± 

cftS.David A. Edwards^ (Journal of C 
20 ontrolled Release 3 4#, 2 11 ^— 19 9 
5 4> A. J adou 1 S (Journal of Control 
led Release, 5 4t, 265 ^— >?, 1 9 9 8^) ^>Ri 
ta Vanberver (Journal of Control 1 
ed Release, 5 4#, 243 >>, 1 9 9 8^ Jour 
25 n a 1 of Controlled Re lease, 5 01, 22 
5^— 5? 1998 ^, Pharmaceutical Researc 



WO 03/061757 



'CT/JP03/00412 



h, in, 1 6 5 7 ^-^, 1994^) mm\z&m\znE.&&M 

bn#l/-^3 ><Z>8&££$$THS.2;fc, G u n t e r A. 
H o f m a n £> (Bioelectrochemistry and 
Bioenrgetic, 3 8i> 209 1 9 9 5$) te&Jt 

Ifc^OtlTtt, WO 99/22810 IZfflmZtlfr* 

iittM mr, nmm) iz&ft-zi±z>&m&z> 0 z\ratmm-^^)v^m 

20 



WO 03/061757 



3 



'CT/JP03/00412 



3. «»a>&#-£fc^«©iinft£i;fcv>. 

15 m CD — g& J4 # y y ^ A* y * > if <D 7 =7 y i?U <D ffiM M \Z tottl" 5 Z\ £ W 
izffim\zmW°T%z\£iW%z>o SSlc, xl/^ h n^l/-->3 >ffl« 

20 Kt'tSIlt^T?^*- 

-am. n**n> u~*>hg!k mi^^f5. *fcH»*fflttt, 



WO 03/061757 




'CT/JP03/00412 



<D-MZ^?mT, (a) te$r®l3> (b) tt¥I@T'$5. 
<D m <D M £ m°T Wr ffi EI T & & o 
(b) «¥®0T&3o 
io Slt*5, 

15 (a) «|ff®m, (b) SWit^So 

^tci^mwmm mr, mm&wmt^o) i it, mw&mm*u 

20 1/^7 h D^l/-5>a 1 3 <h£f&;l3o 1^0Xl/^hD4?l/- 



WO 03/061757 



'CT/JP03/00412 



->3>ffltS2 3iifn^n ( mti^Mji2 i *wc3i#tti 

10 *3fctl3tefi*£xl^ hn^l/— >a >fflll 1 3, 2 3©TOtlT 

\x. MXtf, 9=-^>, r;i/^x^7A, x^;k 

i/Ttt, jnitt, mtictt^ojgaf^^7^^^flinfc»»T»ti 

tt«k<, flIAfcf, JftfbtTxu^^ i£{btfx;i/^©m^#:T<g> 

^>^m^W^Jii> ^-W^^>^ % X7tM> X^-l/>^, T^U;P3R, 

25 inti^, 



WO 03/061757 



6 



CT/JP03/00412 



1 0 V / c m~ 5 0 0 V / c m(O^H^M£ b 11/^ hD#l/—> 
£ 1 l3£*±jtffl-r*U££V>o 



WO 03/061757 7 



'CT/JP03/00412 



5 rXtyv-^, :/P^WJ> (TRH), BIW&Kfflft*^^ > (AC 

th), ^#^^^;i/ ; E>^mia^ (lh-rh), ^s^^t^ttm* 

;i^> (GRH), #Jg^Sia^ (NGF) R^©iOft(iiBf , T> 

^^-x>->>, I"J¥^^^;v ; e> (pth), fpwmmm-fcji^y (ts 
h, 1M p hn t!», sipii&*!l«#;i' ; E> (fsh), ^#:^^^;i/ : e> 
10 (LH), 7 , D7^f>« jfa.«^14^fiJ#^;p^r>, JI6 M ft M * ;P 
^> (HCG), TS#ttttH^um^;i/ ; &> (HMG), 

>> -fe^l/^>, x>H;U7-f>, x>^77'J>> x>F-feU>, p 

15 >> h7>7,7i'J>, I'jXD^If> (EPO), X — A-:**1M 
F^XA^--if (SOD), Kttttffl&tH? (G-CSF), HfjftLWfe 
SS^^^H (VIP), ^7l/>?^y^ ^PtfJ* hD>, b h&M 
ftfiJf^^F (h-ANP) ffc^^HS* #;WA-t?b>, #n 

20 S>>, 7Fk7 > ?i > y>, 5 - V )V* P 7 v'JK *7-f h T^f ^ >^ © 

Xh7^t~;K hX^n^Oft*;^^ VM)l>\L>, ^PX 

25 snst'J P*X ^ H 75: £ feffl V> § C t £ c 



WO 03/061757 



• 



ICT/JP03/00412 



5 (HJMl) 

7Mzmtt&&* z\n*m9 ox^tmu^ 

>^*5/^*^*rElT?, (a) te$r@EK (b) «^tSKT^^>o */ty 
10 +>^y^tt, @3i:itJ;5l;« S$jjJ2mm, # y :/j£®aB©i6 

(th 2 «c) & ? y >i?mzmtf*>ntcffiMm%:m ^x/^y^ytftrnv 
can 



»*«L2r dfc««l. 2) 



20 



^^P7it'^tfU')A 2% (w/w) 

1 • 5 % (w/w) 
7 JC 9 6.5% (w/w) 



2 % (w/w) 



9 8 % (w/w) 



WO 03/061757 



m 



'CT/JP03/00412 



200 vomMfomo^jv^zmmisfro 

ny^yftiv'? (03) \Zz?# D7it^ ^ b U #A7k^?£ (#L 
(Jfc*E«2) 

#l/-">3 >tt 1 Pf 1 0, 50$ U»iT2 0 OVO^tlOA 
(it USE #13) 

15 mmm i tig«fc«[?f!i&^bfc(ia^«^ i ©;£*te^*r).&;Eu 

->a xD/vvxtemmistefr^fto mmmi> tt&mi, 2, 3©i§i 
2 n^t, 
20 (^ 2 ) 

mmw 1 > jt&fli 1 ~ 3 (d^m 



mmm 1 



1 



&&m 2 



(Atg/cm 2 -P#) 



148. 7±21. 19 



89. 1±19. 9 



15.2±2.3 



25 



WO 03/061757 




'CT/JP03/00412 



(Mmz&tiLmmmrcQ. m&mm^tcK) comma. cr-r^n^A)) 

5 ^IMltttIIM«14 8. 7±21. 19ng 

/c m 2 • BfTfe 0 , »*TjSffl b^SB^ (Jttfctfll 2 8 9. 1 

±19. 9/ig/cm 2 - Bt) fcJfc'^^iSS < , tfclV^hO^k- 
~>a >fflm@&b©§33i] (it^M 3 <£>i§-&> 15. 2±2. 3/ig/c 
m 2 • B#) <hit^3 <h^j 1 0 m<DMm&*^hfco —Jj, it^JlTte: 
10 UMfr t><Di?9 U 7x.j~y Zir V U ^ A7fc}g?l£©«n£r£ b\ jlfflt"^ 

«20Mg/cm 2 - Nf^TTabofc. 

20 (^ii^J2) 

mmM2-v\z, c^-^x^-:/ : *jte«issi) \zm 

25 f-^JoMI^^t, xi/i? bn|v->3 >fflil4 l (M), 



WO 03/061757 



•CT/JP03/00412 



5 (MffiM3) 

10 ii*f^it5i:i^*ef&. 

(^3) 

3 <0$!l# 



15 





(w/w) 




5 




3 




9 2 



20 (^8500 4) 

Siififll 4t?h * 4 cstl^T^ v'ji/Sfetf^i*— h-^ws^J^P 

25 «3J&fls«"ra 
<*4) 
HSS^!4<D^^ 



WO 03/061757 12 ^^CTi.m^iimi 12 



;* ^ h 0. 5 

5 T^orf— ;i/4 0 0 5.0 
•7^azf-;i/SXW 9 4. 5 



20 mm±<Dmm^sm&. 



WO 03/061757 13 ^fcCT/JP03/00412 



m $t <d m m 
$ n t v ^ «h # m. t r ^ » * © is h n i m t b m © #j . 

10 Mo 

5 . g^jt vxm^wm^znz z\ £&wwl£? z>ffi-$t<Dm.m?& i jm~ 
»4gt©^m^icia«©««i. 

ntcj>fc< <hfe l^oxi/i? hn^i/->3 >mnm£*m%-rcz\£% 
20 ttottsu. 

>i?m<Dffimm\ztettt£n%zt&wwi£Tzm&<Dmwm8mmm<D 

25 UMo 

1 0. Ay^>^*«^-bttT?*S2:^*«FlKfr*f»*©ISHIg6g| 



WO 03/061757 




CT/JP03/00412 



5 i2. xi/^ >mmM<Dfc&M&wm±*m<'j>tsi< t 



INTERNATION^fcEARCH REPORT 



Intematio J ^plication No. 

P<5WrP03/00412 



A. CLASSIFICATION OF SUBJECT MATTER 
Int. CI 7 A61N1/30 



According to International Patent Classification (IPC) or to both national classification and IPC 
B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 A61N1/30 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
Jitsuyo Shinan Koho 1926-1996 Toroku Jitsuyo Shinan Koho 1994-2003 

Kokai Jitsuyo Shinan Koho 1971-2003 Jitsuyo Shinan Toroku Koho 1996-2003 

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 
Y 
A 



Y 
A 



JP 9-255561 A (Hisamitsu Pharmaceutical Co., Inc.), 

30 September, 1997 (30.09.97), 

Par. Nos. [0010] to [0013]; Figs. 1 to 2 

Par. Nos. [0010] to [0013]; Figs. 1 to 2 

Par. Nos. [0010] to [0013]; Figs. 1 to 2 

(Family: none) 

WO 99/22810 Al (HISAMITSU PHARMACEUTICAL CO., INC.) , 
14 May, 1999 (14.05.99) , 
Full text; all drawings 
Full text; all drawings 

& JP 2001-521798 A & US 2001/39393 Al 

WO 93/00959 Al (BAER, Bradford, W.), 
21 January, 1993 (21.01.93), 
Full text; all drawings 
& JP 6-508783 A 



1-5 
6-8,10-11 
9,12 



6-8,10-11 
9,12 



1-12 



|~x"| Further documents are listed in the continuation of Box C. [ | See patent family annex. 



"E" 



"or 



Special categories of cited documents: 

document defining the general state of the art which is not 

considered to be of particular relevance 

earlier document but published on or after the international filing 
date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 



document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of mailing of the international search report 
30 April, 2003 (30.04.03) 



Date of the actual completion of the international search 
17 April, 2003 (17.04.03) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATTON 



CH REPORT 



Internatio 
P 



lication No. 
P03/00412 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category n 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



US 5002527 A (Inventor's Funding Corp., Ltd.), 
26 March, 1991 (26.03.91), 
Full text; all drawings 
& JP 2-36885 A 

JP 11-76428 A (Kyowa Hakko Kogyo Co., Ltd.), 
23 March, 1999 (23.03.99), 
Full text; all drawings 
(Family: none) 

WO 00/47274 Al (GLOBAL VASCULAR CONCEPTS, INC.), 
17 August, 2000 (17.08.00), 
Full text; all drawings 
& JP 2002-536133 A 



1-12 



1-12 



1-12 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 



Int. C 1 7 A6 1N1/3 0 




m^mm^ p c 



(I PC) ) 



PO 3/0 0 4 1 2 



m&*ftoitm'Mmw mmm&m d po ) 

Int. C 1 7 A6 1N1/3 0 



0#!S^B$r^<k$R 1 926-1 9 96^ 

a*m-&mmmwim4km 1971-2003* 

0#HS£$i£lffl#r3&&f8 1994-2003* 

B^BH^^S®:^ 1996-2003* 







mm-tz 




jp .9-255561 a (jKitmmm^m 

1997. 0 9. 30 




X 
Y 


[0010] - [0013] sm, i 

[0010] - [0013] i 


|l-2i 
B1-2M 


1-5 

6-8, 10 


A 


[00 1 0] - [00 1 3] sm, \ 


B1-2M 


- 1 1 
9,12 



(as 



r TJ H^WM03 7 .«^5fe0^^<^$nfc»T'feoT 

TYJ WfcBi5t«>a>5S3RT?*oT, ^^i^i:^©l£i 
r&j ^fyh7r5y-S:i 



17. 0 4. 0 3 


«m»ea»i< 30.04.03 


0#!l#fftf (I SA/J P) 
100-8915 

auwFmH m-mam ht a 4 * 3 


file— rfesj 

03-3581-1101 I 7 


3E 


2 9 2 5 


Sift 3 3 4 4 



IKPCT/ISA/2 10 (12^) (1 9 9 8*7^) 



c (git) . mm-tz km#>t>tiz>3:\ 



HBKtiMR** PC 



• 



PO 3/0 04 1 2 



Y 
A 



A 



WO 9 9/2 28 1 0 Al (HISAMITSU PHARMACEUTICAL CO., IN 
C.) 

1 9 9 9.0 5.1 4 

&JP 2001-521798 A 
&US 2001/3 9393 Al 



WO 93/00959 Al (BAER, Bradford, W.) 
1993.01.21 

&JP 6-508783 A 



US 5002527 A (Inventor' s Funding Corp. Ltd. ) 
1991.0 3.26 

±m 

& J P 2-36885 A 



JP 11-76428 A 
1 9 9 9. 0 3. 2 3 



WO 00/47 274 Al (GLOBAL VASCULAR CONCEPTS, INC. ) 
2000. 08. 17 

&JP 2002-536133 A 



6-8, 10 

-11 

9,12 



1-12 



1-12 



1-12 



1-12 



$|5£PCT/I SA/2 1 0 (f&2^-i?©ggf:) (1 9 9 8^7 M) 



